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1.  The subgroup analysis for included evaluating indexes of the meta-analysis.

The subgroup analysis was performed by RevMan in the included evaluating indexes of the meta-analysis that have
moderate or high heterogeneity (the result of 7 was above 50%). The subgroup analysis was based on different
separating criteria as the follows: (1) the drugs classification; (2) literature publication years; (3) experimental areas. If
the results of subgroup analysis based on different separating criteria showed that the separating results of 7 were
remarkable lower than before, we would affirm the source of heterogeneity. The results of meta-analysis showed that
white blood cell (WBC) decrease (F=85%), hemoglobin (HB) decrease (F=50%), gastrointestinal adverse reaction
(P=62%), liver damage (F=92%), fever (F=72%), pain (F=80%) need to be conducted by the subgroup analysis. It is
important to note that the immune functions (CD3+, CD4+, CD8+, CD4+/CD8+, NK) were not conducted the subgroup

analysis because of the insufficient numbers of articles.



(1) The subgroup analysis of WBC decrease.

(a) The subgroup analysis based on drugs classification.
Experimental Control Risk Ratio Risk Ratio
Study or Events  Total Events Total Weight M-H. Fixed, 95% Cl M-H, Fixed, 95% Cl
1.9.1 Cinobufacini injection
He5.L2012 23 25 il 25 TI% 1.05[0.84,1.31] T
Liang ¥.2008 43 48 13 48 44% 3.31[2.06,531] -
Liuv.Q. 2010 34 4 kn H125% 0.921[0.77,1.09] i
Wahg C.J.2001 i 30 g 30 29% 0.06[0.00,088
WU H.M.2000 23 36 N 44 94% 1.10[0.85,1.43] ™
Subtotal (95% C1) 181 188  36.3%  1.21[1.05, 1.40] "
Total events 128 1o
Heterageneity Chi*= 33 86, df= 4 (F < 0.00001); F= 88%
Testfor owverall effect: Z=2.71 (P=0.007)
1.9.2 Jinlong capsule
Huang W K 2013 18 4 20 “ B7% 0.80[0.49,1.31] -1
Jiang C¥.2013 kil 30 20 H 57% 0.34[0.14,081] —
LiB 2013 34 4 49 73 1BE% 0.B8[0.51,087] -
Zeng C.5.2012 8 30 il 30 37% 0.73[0.34, 1.55] T
Subtotal (95% CI) 175 185 32.7%  0.65[0.52,0.83] +*
Total events 63 100
Heterogeneity: Ghi*= 3.00, df= 3 (P = 0.39) F= 0%
Testfor owerall effect: 7= 3.53 (P = 0.0004)
1.9.3 Cantharides releated preparations
Li G.hl. 2003 T 19 16 19 54% 0.4410.24,0.81] -
Tian X L2006 5 35 16 33 532% 0.31[013,077] I
Wang L.J.2007 12 T2 39 0 133% 0.3000.47,0.52] -
WVBl Y.F.2015 15 48 20 44 T0% 069 [0.40,117] 1
Subtotal (95% CI) 174 166  30.9%  0.41[0.30, 0.56] L
Total events 38 a0
Heterageneity, Chi*= 5.22, df= 3 (P = 0L16); F= 43%
Testfor overall effect: Z= 660 (P = 0.00001)
Total (95% Cly 530 539 100.0%  0.78[0.70, 0.88] +
Total events 230 ) ) ) )
Heterageneity Ghi*= 79.33, df= 12 (F = 0.00001); F= 85% T a— 00

Testfor overall effect: Z=4.08 (P = 0.0001)

Testfar subaroun differences: Chi*= 48,78 df= 2 (P = 0.00001). F= 35.9%

Favours [experimental] Favours [control]

(b) The subgroup analysis based on experimental areas.
Experimental Control Risk Ratio Risk Ratio

Study or Subaroup _ Events  Total Events Total Weight W-H. Fixed. 95% Cl M-H, Fixed. 95% Cl
1.10.1 North of China
Huang W.k.2012 18 # 20 Ll 7.9% 0.80[0.49,1.31] -
Jiang C.Y.2013 g 30 14 30 55% 0.36[0.15,0.87) I
LiB.2013 34 T4 49 T3 194% 0.68[0.51,0.92] -
Tian L2006 5 35 15 33 B1% 0.31[013,0.77] I
el Y F.2015 15 48 20 44 8.2% 0.68[0.40,1.17] /]
Subtotal (95% CI) 228 221 47.0%  0.62[0.50, 0.77] *
Total events 75 118
Heterogeneity ChiF= 5.33, df = 4 (P = [ 26); F= 25%
Testfor overall effect: 7= 432 (P = 0.0001)
1.10.2 South of China
Hes.L.2012 3 28 n 25 84% 1.05[0.84,1.31] B
LiGum.2003 7 19 16 19 B.3% 0.44[0.24,0.81] I
Liang ¥ 2008 43 48 13 48 51% 3.31[2.06,5.31] -
Liur.Q. 2010 34 LAl 37 41 1456% 0.82[077,1.09] b
Wang C.J.2001 i an 8 30 33% 006[0.00,088
iy H.WL2000 28 36 3 44 11.0% 1.10[0.85,1.43] T
Zeng C.5.2012 8 30 " 30 43% 0.73[0.34,1.55] T
Subtotal (95% CI) 230 237 53.0% 1.08 [0.94, 1.24]
Total events 143 137
Heterogeneity, Chi®= 38.28, df = & (P = 0.00001); 7= 84%
Testfor overall effect Z=1.12 (P = 0.26)
Total (95% CI) 458 458 100.0%  0.86 [0.77,0.97] #
Total events
Heterogeneity Chi*= 5812, df= 11 (P = 0.00001); F= 81% o o0

Testfor overall effect: 7= 2.41 (P=0.02)

Favours [sxperimantal] Favours [control]

Testfor suboroun differences: Chi*= 18.08. df=1 (P <0.0001). F= 94.5%

(c)

The subgroup analysis based on literature publication years.



Experimental Control Risk Ratio

Risk Ratio

Study or Subgroup _ Events _ Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% Cl
1.11.1 Before 2010

LiQ.mM.2003 T 14 16 14 5.4% 0.44[0.24, 0.81] —

Liang ¥.2008 43 48 13 48 4.4% 331 [2.08,531] -
Liuv.Q. 2010 34 “ 37 N 126% 09z [077,1.09] i

Tian ¥ L2006 i 345 14 33 5.3% 031[013,077] I

Wiang ©.J.2001 il a0 5 30 28% 00R[@O0,08F

Wiang L.J.2007 12 72 349 70 13.5% 030[017,042] -

Wiy H.M.2000 28 36 3 44 9.5% 110[0.85,1.43] ™
Subtotal (95% CIy 281 285 53.5% 0.84[0.72,0.98] L

Total events 129

Heterogeneity: ChiF = 3.0, df= 6 (P = 0.00001); F= 0%

Testfor overall effect Z=2.22 (P=0.03)

1.11.2 After 2010

HeeL2012 23 26 2 25 T.3% 1.05[0.84,1.31] T
Huang i K.2012 16 4 20 4 6.8% 0.80[0.48,1.31] -
Jiang C¥.2012 i 30 14 0 48% 0.36[0.15,0.87] I

Lig 2013 34 74 49 73 16.8% 0.68[0.51,092] -

Wiei Y F.2015 15 42 20 44 TA% 0,60 [0.40,1.17] T

Zeng C.52012 il 30 " o 3T% 0.73[0.34,1.59] T
Subtotal (95% CI) 249 243  46.5%  0.73[0.61,0.87] +

Total events 101 135

Heterogeneity: Chi*=13.52 df=5 (P =002); F=63%

Testfor overall effect: Z=3.45 (P = 0.0006)

Total (95% Cl) 530 528 100.0%  0.79[0.70,0.89] 4

Total events 230 294

Heterogeneity: Ghi = 78.08, of = 12 (P < 0.00001); F= 85% ba on T

Testfor overall effect: 2= 398 (P = 0.0001)
Testfor subdroun differences: Chif=1.33. df= 1 (P =0.25). F= 24.6%

(2) The subgroup analysis of HB decrease.

Favours [experimental] Favours [control]

(a) The subgroup analysis based on drugs classification.

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed. 95% C1
1.12.1 Cinobufacini injection
HeeL2012 23 26 21 25 161% 1.05[0.84,1.31] T
Liuy.@. 2010 34 41 ar 41 27.9% 0.92[0.77,1.08] o
Wiang C.J.2001 [ 830 G4% 006000088
Subtotal (95% CI) o7 96 50.4%  0.85[0.73, 1.00] L
Total events 57 66
Heterogeneity: Chi*=7.75, df= 2 (P =0.02); F=74%
Testfor overall effect: Z=1.93 (P =0.05)
1.12.2 Jinlong capsule
Huang i K.2012 16 41 20 41 161% 0.80[0.48,1.31] -
Zeng C.52012 il 30 11 30 83% 0.73[0.34,1.59] -1
Subtotal (95% CI) 7 71 233%  0.77[051,1.17] L
Total events 24 3
Heterogeneity: Chif=0.04, df=1 (P =084}, F=0%
Testfor overall effect Z=1.21 (P =0.23)
1.12.3 Cantharides related preparations
CanY. 2014 a [t} 14 B8 104% 047 [0.26,1.27] .
Wigi ¥ F 2015 14 48 20 44 167% 069 [0.40,117] T
Subtotal (95% CIy 116 112 26.3%  0.64[0.41, 1.00] <*
Total events 23 34
Heterogeneity: Chif=015,df=1(P=070}, F=0%
Test for overall effect: Z=1.95 (P = 0.05)
Total (95% CI) 284 279 100.0%  0.78[0.66,0.92] 4
Total events 104 13
Heterageneity: Chif = 14.67, df= 6 (P = 0.02); F= 60% =D o DH 1=u mu}

Test for overall effect: Z= 295 (P = 0.003)
Testfor suboroup differences: Chi®=1.48 df=2 (P =048 = 0%

Favours [experimental] Favours [control]

(b) The subgroup analysis based on experimental areas.

Experimental Control Risk Ratio

Risk Ratio

Study or Subgroup _ Events  Total Events Total Weight M-H. Fixed. 95% Cl M-H, Fixed, 95% Cl
1.13.1 North of China

Cany. 2014 B [t} 14 68 122% 0.43[0.18,1.05]

Huang WK 2013 29 41 35 41 304%  0.83[0.66,1.05] -
Wei Y F 2015 10 48 12 44 108% 076 [0.37,1.59] T
Subtotal (95% Cl) 157 153 53.4%  0.72[0.56,0.94] L 4

Total events 45 81

Heterogeneity: Chi®= 2.61, df= 2 (P= 0.27); = 23%

Testfor overall effect: Z= 242 (P =0.02)

1.13.2 South of China

He s L2012 10 26 El 25 8.0% 1.07[0.52,218] -
LiuY.@. 2010 36 41 35 41 304%  1.03[0.87,1.22] -
Wang C.J.2001 0 30 6 30 £6% 008[000,1.31]
Zeng C.5.2012 2 30 3 30 28% 0.67[0.12,3.71] T
Subtotal (95% CI) 127 126 46.6%  0.90[0.72,1.12] L

Total events 48 53

Heterogeneity: Chi*=5.59, df= 3 (P =0.13), = 46%

Testfor overall effect: Z= 0.94 (P = 0.35)

Total (95% CIy 284 279 100.0%  0.81[0.68,0.96] 4

Total events a3 114

Heterogeneity Chi*=1312, df= 6 (P = 0.04), F=54% bU1 0‘1 1‘0 WUU'

Testfor overall effect Z= 2.47 (P=0.01)
Testfor suboroun diffierences: Chif= 155 df=1(P=021). F=353%

Favours [experimental] Favours [control]

(c) The subgroup analysis based on literature publication years.



Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total Weight M-H, Fixed. 95% CI M-H, Fixed, 95% CI
1.14.1 Before 2010
LiuY.Q. 2010 36 41 35 41 3I04%  1.03[067,1.27 -
Wiang C.J.2001 a 30 B 30 5E% 00800013 Y
Subtotal (95% CI) 7 71 36.0%  0.88[0.72, 1.08] +
Total events 36 4
Heterogeneity: Chi*= 6.08, df=1 (P =0.01); F= 84%
Testfor overall effect Z=1.24 (P=0227
1.14.2 After 2010
CaoY 2014 B [t} 14 B8 122% 0.43[018,1.08 I
HegL2012 10 26 a 25 20% 1.07 052,218 -
Huang W.K.2013 20 41 36 41 304%  0.83 [0.66,1.05 -
Wigi ¥ F 2015 1n 48 12 44 1089% 0.76 [0.37,1.59] .
Zeng C.8.2012 2 30 3 30 16% 0.67[012 271] S R
Subtotal (95% CI) 213 208 64.0%  0.76[0.60,0.98] *|
Total events 57 T3
Heterogeneity: Chi*= 2,92, df=4 (P =0.57); F= 0%
Testfor overall effect Z=2.14 (P=003)
Total (95% CI) 284 279 100.0%  0.81[0.68, 0.96] L]
Total events 93 114
Heterogeneity: Chi*= 1312, df= 6 (P = 0.04); I*= 54% 1001 51 + 100=

Testfor overall effect Z=2.47 (P=001)
Test for suboroup differences: Chif= 0.74

(3) The subgroup analysis of gastrointestinal adverse reaction.

(a)

Experimental
Study or Subgroup __Events

df=1(P=03% F=0%

Control

Total Events Total Weight M-H, Fixed, 95% Cl

. 0. 10
Favours [experimental]  Favours [control]

The subgroup analysis based on drugs classification.

Risk Ratio Risk Ratio

M-H, Fixed, 95% CI

1.15.1 Cinobufacini injection

Deng ZY.20145 3 25 10 24 29%
Dong M.E 2014 23 60 3a 60 9.8%
LiuY.c 2010 1A et} 17 44 4.4%
Shen.J.J 2009 10 23 El 24 28%
Shu ¥ H.2004 3 pric] 2 29 0.6%
Wang C.J.2001 3 el 10 a0 28%
You 5. 2006 n 25 22 25 B.2%
Yud.G. 2013 9 il 18 a0 42%
Yuan C.Y.2007 17 20 18 20 1%
Subtotal (95% CI) 280 286 38.4%
Total events 100 138

Heterogeneity: Chi*=17.02 df=8 (F=003), F=53%

Testfor overall effect: 2= 3.36 (P = 0.0008)

1.15.2 Jinlong capsule

Jiahg CY.2013 B il 13 33 35%
Zeng C.5.2012 10 il 12 a0 34%
Subtotal (95% CI) 60 63 6.9%
Total events 1B 25

Heterogeneity: Chi*= 084, df=1 (P = 0.36); F= 0%

Testfor overall effect: Z=1.82 (P=0.13)

1.15.3 Cantharides related preparations

Cao'. 2014 18 [<t:] 34 68 9.6%
Li G.M.2003 4 20 71 21%
Wang L.J.2007 26 72 4770 13.4%
Wei F2014 1A 43 18 44 5.3%
Wu.ls 2014 1 14 8 14 22%
HuYs.2011 10 64 3z 64 9.0%
Zhang B. 2007 El 51 a 49 26%
Zhang M.J. 2011 14 ek 24 3| BT%
Zhu'¥W.Q.2014 5 43 14 50 3.9%
Subtotal (95% CI) 424 416 54.7%
Total events a7 193

Heterogeneity: Chi*= 6.83, df= 8 (F=0.55), F=0%

Testfor overall effect: = 7.00 (P < 0.00001})

Total (95% CI) 764 765 100.0%

213
4936, df=19 (P

Total events
Heterogeneity; Chi*

356
=0.0002), F=62%

Testfor overall effect: Z=7.75 (P < 0.00001)
Testfor subaroun difierences: Chi*= 888, df=2 (F=001.F=77.7%

(b)

0.29(0.09,0.82]
0,66 [0.45, 0.87]
0.76[0.40,1.40]
116 [0.68,2.32]
1.50(0.27,8.32]
0.30(0.09, 0.98]

0.95[0.76,1.19] T
0.601(0.31,1.15] -
0.941(0.75,1.19] -+
0.74[0.62, 0.88] ¢+

0.51[0.22,1.17]
0.83[0.43,1.63]
0.67 [0.40, 1.12]

0.53[0.33,0.84]
0.511(0.18,1.47]
0.54[0.38, 0.76]
0.56 [0.30, 1.08]
013 [0.02, 0.88]
031017, 0.58]
0.85 [0.26, 2.03]
0.58 [0.36, 0.94]
0.37 [0.15,0.85]
0.49[0.40, 0.60]

0.60 [0.53, 0.68] +

k +
0.01 0.1

Favours [experimental] Favours [contral]

The subgroup analysis based on experimental areas.

100



Experimental

Study or Subgrouj Events
1.17.1 North of China

CaoY. 2014 18
Deng 220145 3
Dong M.E 2014 23
Jiang CY.2013 B
Wang L.J.2007 3
Wei.F.2015 11
WuJ.8. 2015 1
Huy.8.201 10
Zhang M.J. 2011 14
Subtotal (95% CI)

Total events a9

B8
248
B0
30
29
48
18
B4
e}
377

Control

34
10
346
13

2
18

g
3z
24

176

Heterogeneity: ChiF=9.03, df=8 (P =034 F=11%
Test for overall effect Z=6.50 (P = 0.00001)

1.17.2 South of China

Li G.M.2003 4
Liuy.Q. 2010 11
Shen.J.J. 2009 1
Shu ¥ H.2004 3
Wang C.J.2001 3
YuJdG 2013 a
Yuan C¥.2007 17
Zeng C5.2012 1}
Zhang B. 2007 8
ZhuW 22014 i
Subtotal (95% CI)

Total events a0

20
38
23
29
30
feli]
20
eli]
51
48
319

T
17
q
2
10
148
18
12
9
14

13

Heterogeneity: Chi®= 1245, df=9 (P =0.18); F= 28%

Testfor overall effect 2= 2 86 (F = 0.004)

Total (95% CI)

Total events 169

696

289

Heterogeneity: Chi*= 34 63, df= 18 (P = 0.01); F= 48%
Test for overall effect Z= 6.86 (P = 0.00001)

Test for suboroun differences: Chi= 540, df=1 (P= 002 F=81.5%

(c)

Experimental

Study or Subgroup  Ewvents  Total Ewvents Total Weight M-H, Fixed. 95% CI

1.16.1 Before 2010

Li GLh.2003 4
Liuy.@. 2010 "
ShenJJ. 2009 10
Shu X H.2004 3
Wang C.J.2001 3
Wang L.J.2007 26
ou B, 2006 n
Yuan C¥.2007 17
Zhang B. 2007 8

Subtotal (95% CI)

Total events 103

Heterogeneity: Chi*=17.86, df=8 (P = 0.02);
Test for overall effect; Z= 3.46 (P = 0.0005)

1.16.2 After 2010

Cao. 2014 18
Deng ZY.2014 3
Dong M.E.2014 23
Jiang C¥.2013 [
Wei.F.2015 "
WuJ.8. 2015 1
Hu.8.201 10
YudG 20132 9
Zeng C.8.2012 10
Zhang h.J. 2011 14

ZhuW.0.2014 3
Subtotal (95% CI)

Total events "o

20
38
23
29
30
71
25
20
51
308

68
25
B0
20
43
15
64
20
20
28
43
456

Control

7
17
g
2
10
47
22
18
g

141

34
10
25
13
18

L
22
15
12
24
14

215

Heterogeneity: Chi*= 1011, df=10(F=043); F=1%
Test for overall effect: Z=7.04 (P = 0.00001)

Total (95% CI)

Total events 212

64

Total Events Total Weight

Heterogeneity: Chi®= 40.36, df=19 (F = 0.0002); F= 62%
Test for overall effect Z=7.75 (P = 0.00001)

Testfor suboroun differences: Chi®= 765, df=1 (P = 0.008), F=260%

The subgroup analysis based on literature publication years.

(4) The subgroup analysis of Liver damage.

(a)

The subgroup analysis based on drugs classification.

Favours [experimental]

Favours [control]

Risk Ratio Risk Ratio
M-H, Fixed, 95% CI M-H. Fixed, 95% ClI
68 11.8% 053 [0.33,0.84] -
24 35%  029[0.09,0.82 —
60 12.1% 066 [0.45,0.97] ™
a3 4.3% 0811[0.22,117] - T
29 0.7% 1501[0.27,8.32] —
44 B5% 0.56[0.20,1.09] I
15 2.8% 0.12[0.02, 0.88]
64 11.1% 0.31[017, 0.58] -
38 8.3% 0.58[0.36, 0.94] —
375 61.2%  0.50[0.41,0.62] +
18  2.6% 0.511[0.18,1.47] -
44 55% 0.75[0.40,1.40] T
24 3% 1.16[0.58, 2.37] I
29 07% 1.50[0.27,8.37] B
30 35% 0.30[0.09, 0.98] |
30 53%  OB0[0.31,1.16] —
20 632%  084[0751.19] -
30 432%  083[0.43,1.63] —r
49 32%  085[0.36,2.03] —r
50 48%  037[0.15 0.95]
324 38.8%  0.72[0.58,0.90] L
699 100.0%  0.59[0.51,0.68] +
ool 01 1o 100
Favours [experimental]  Favours [control]
Risk Ratio Risk Ratio
M-H, Fixed, 95% CI
18 21% 0.51[0.18,1.47] -1
44 4.4% 0.75[0.40,1.40] 7T
24 25% 1.16[0.58, 2.32] 1T
29 0E% 1.50[0.27,8.32) I
a0 28% 0.30[0.09, 0.99]
700 13.4% 0.54 [0.38, 0.76) -
25 B2% 0.95[0.76,1.19) T
20 51% 0.94[0.75,1.19) T
49 2.68% 0.85[0.36, 2.03) -
309 39.6% 0.73[0.62,0.87] L}
=55%
B8 9.6% 0.53[0.33,0.84] -
24 289% 0.20[0.09,0.82)
B0 0.8% 0.66 [0.45, 0.97] -
33 35% 0.51[0.22,1.17] /T
44 63% 0.56[0.30,1.08) I
18 2.2% 0.13[0.02,0.88)
B4 0.0% 0.31[017,0.58) I
0 42% 0.60[0.31,1.15) T
0 4% 0.83[0.43,1.63) 1
| BET% 0.58 [0.36, 0.94] -
50 3.9% 0.37[0.15,0.85) /]
456  60.4%  0.51[0.42,0.62] +
765 100.0%  0.60[0.53, 0.68] +
001 0l 10 100



Experimental Control

Risk Ratio

Risk Ratio

Testfor overall effect: Z= 5.09 (P = 0.00001)
Testfor suboroup differences: Chif=0.72. df=1 (P =040 F=0%

(c)

Favours [experimental]

Study or Subarou Events  Total Events Total Weight M-H,Fixed, 95% Cl M-H. Fixed, 95% CI
1.18.1 Cinobufa
Deng Zv.2015 248 16 24 BA% 0.481[0.25, 0.91] B
Dang M.E.2014 60 13 B0 B.8% 0.46[0.19,1.13] D
Liang ¥.2008 48 45 48 234% 1.04[0.96,1.14]
Liuy.GQ. 2010 a8 16 4 T7% 0.58[0.28,1.20] I
You B, 2006 258 20 25 104% 0.20[0.08, 0.50] -
Yuan CY.2007 20 18 20 T.8% 0.13[0.03, 0.51]
Subtotal (95% CI) 216 221 64.7% 0.61[0.51,0.73] L]
Total events 75 125
Heterogeneity: Chi®=171.73, df= 5 (P = 0.00001); F=97%
Test for overall effect 2= 5.29 (P = 0.00001)
1.18.2 Jinlong capsule
Jiang C¥.2013 11 eli} 24 a0 125% 0.46[0.28, 0.76) -
Subtotal (95% CI) 30 30 125%  0.46[0.28,0.76] <>
Total events 1 24
Heterogeneity: Kot applicahle
Testforoverall effect 7= 3.04 (F=0002)
1.18.3 Cantharides related preparations
Wei F.2015 i} 48 El 44 4.9% 0.51[0.18,1.40] - 1
Zhang B. 2007 20 a1 20 49 10.6% 0.96 [0.59, 1.55] 1
Zhang M. 2011 4 ) i 38 2.6% 0.80[0.23, 2.75] - 1
Subtotal (95% CI) 137 131 18.1%  0.82[0.54, 1.23] -
Total events 29 34
Heterogeneity: Chi*=1.28, df=2 (P = 0.563); F=0%
Testfor averall effect 7= 0.97 (P = 0.33)
1.18.4 Scorpion and earthworm
el 2015 12 248 a 28 4T% 1.33[0.69, 2.59] T
Subtotal (95% CI) 25 25 47%  1.33[0.69, 2.59] -
Total events 12 a
Heterogenaity: Mot applicable
Testfor overall effect Z=0.85 (P = 0.40)
Total (95% CI) 408 407 100.0% 0.66 [0.56, 0.77] +
Total events 127 192
Heteragensity: ChiF= 137.22, of = 10 (P « 0.00001); F= 83% YT T
Test for overall effect 2= 5.17 (P = 0.00001) o o - ~
Testfor subsroun diflerences: ChF= 8.02. 4= 3 (P = 0.05). F= 626% Favours [experimental Favours [control
(b) The subgroup analysis based on experimental areas.

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
1.20.1 North of China
Deng Z¥.2015 9 25 16 24 B5% 0.54 [0.30, 0.98] |
Dong M.E.2014 B 01} 13 B0 B.8% 0.46[0.19,1.13] -
Jdiang C¥.2013 " 20 24 30 12.45% 0.46[0.28, 0.76] -
Wei ' F.2018 i} 48 2] 44 49% 0.41[0.18,1.40] - 1
HieJ 2014 12 24 2] 28 47% 1.33 [0.64, 2.54] I
ZFhang M.J. 2011 4 38 a 3s 26% 0.80[0.23, 2.74] - 1
Subtotal (95% CI) 226 221 40.0%  0.61[0.45,081] *
Total events 47 76
Heterogeneity: Chi*=7.42, df= 5 (P =019, F=33%
Test for overall effect: Z= 3.35 (P = 0.0008)
1.20.2 South of China
Liang v.2008 47 48 44 48 23.4% 1.04 [0.96,1.14]
Liuv.Q. 2010 k] 38 16 44 TI% 0.58 [0.28,1.20] I
You 5.Y. 2006 4 24 20 25 10.4% 0.20[0.08, 0.50] -
Yuan C.Y.2007 2 20 14 20 7.E% 0.13[0.03, 0.51] -
Zhang B. 2007 20 a1 20 49 10.68% 0.96 [0.59, 1.55] -
Subtotal (95% Cl) 182 186  60.0%  0.70[0.59, 0.84] +
Total events 3 118
Heterogeneity: Chi*= 99.62, df= 4 (P = 0.00001); F= 96%
Test for overall effect: £= 3.86 (P = 0.0001)
Total (95% CI) 408 407 100.0%  0.67 [0.57,0.78] +
Total events 128 192
Heterogeneity: Chi*= 13200, df= 10 (7 « 0.00001); F= 82% YR o

Favours [control]

The subgroup analysis based on literature publication years.



Experimental Control Risk Ratio Risk Ratio
Study or Subgrou Events Total Events Total Weight M-H, Fixed, 95% CI M-H. Fixed, 95% Cl
1.19.1 Before 2010
Liang ¥.2008 47 48 44 48 23.4% 1.04[0.96,1.14]
LiuY.@ 2010 8 ) 16 44 7% 0.58[0.28,1.20] -
You 8. 2006 4 28 20 24 10.4% 0.20[0.08, 0.50] -
Yuan Cy.2007 2 20 14 20 T.8% 01321[0.03,0.51]
Zhang B. 2007 20 a1 20 43 10.6% 0.96 [0.49, 1.54] -
Subtotal (95% CI) 182 186 60.0%  0.70[0.59, 0.84] +
Total events a1 16
Heterogeneity: Chi*= 99 62, df= 4 {F = 0.00001); F= 96%
Test for overall effect Z= 3.86 (P = 0.0001)
1.19.2 After 2010
Deng Z¥.2015 9 258 16 24 85% 0.54 [0.30, 0.98] |
Dong M.E.2014 [ B0 13 G0 6.8% 046019, 1.13] ]
Jiang CY.2013 11 eli} 24 30 12.5% 0.461[0.28, 0.76] -
Wei.F.2015 5 48 9 44 4.9% 0.511[0.18, 1.40] E——
Hie ). 2015 12 25 9 25 4T% 1.33[0.69, 2.59] T
Zhang M.J. 2011 4 a8 5 38 26% 0.801[0.23, 2.79] 1
Subtotal (95% CI) 226 221 40.0% 0.61[0.45, 0.81] *
Total events 47 76
Heterogeneity: Chi*=7.42 df=5 (P =019, F=33%
Test for overall effect: 2= 3.35 (P = 0.0008)
Total {95% Cl) 408 407 100.0%  0.67[0.57,0.78] +
Total events 128 192
Hetarogenaity: Chi®=133.00, df = 10 (P « 0.00001); 1F= 92% o o o
Testfor overall effect Z=5.09 (P < 0.00001) - - -
Testfor subaroun diflerences: GF= 0.72.f= 1 (P= 0.40), = 0% Favours [perimental Favours [control
(5) The subgroup analysis of fever.
(a) The subgroup analysis based on drugs classification.
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup _ Events  Total Events Total Weight W-H, Fixed, 95% CI M-H, Fixed, 95% CI
1.21.1 cinobufacini injection
He 8.L.2012 7o 19 35 133%  0.35[0.18,059] —
Liang .2008 25 48 248 14% 12.50[3.13,48.67]
Liuv.Q. 2010 20 38 25 44 160%  093[062,1.38] -+
Shen J.J. 2009 3 23 8 20 H4%  1.04[047,231] -1
WWang C.J.2001 3 30 18 30 124%  017[0.05,051] —_—
Zhou J.5. 2008 2 21 5 22 34%  042[009,183 —
Subtotal {95% CI) 186 193 51.8%  0.88[0.68, 1.16] +
Total events 65
Heterogeneity: ChiF= 31.01, df=5 (P < 0.00001); 7= 84%
Testfor overall effect Z=0.88 (P = 0.37)
1.21.2 Jinlong capsule
Huang W.K.2013 34 41 35 41 241%  097[080,117] *
Subtotal (95% CI) " 41 24%  0.97[0.80,1.17] 4
Total events 34 35
Heterogeneity: Mot applicable
Testfor overall effect 2= 0.30 (P = 0.76)
1.21.3 cantharides related preparations
LiQ.M.2003 4 20 5 18 36% 072[023,227 — T
Wei Y.F.2014 15 48 18 44 115%  0.86[048, 157 -
W J.5. 2014 12 15 13 16 90%  092[067,1.327] -
Subtotal (95% CI) 83 7T 241%  0.86[0.61,1.21] *
Total events El 34
Heterogeneity: ChiF= 0.27, df= 2 (P = 0L87); F= 0%
Testfor overall effect 2= 0.86 (P = 0.39)
Total (95% Cl) 310 311 100.0%  0.90 [0.76, 1.06] 4
Total events 130 148
Heterageneity: Chi*= 32.08, df= 8 (F = 0.0002); F = 72% e Pr——
Testfor overall effect Z=1.24 (P = 0.22)
Tocttor uparoun aftrences: OhF— 043 =2 (=677 = 0% Favours [expenmental) Favours ool
(b) The subgroup analysis based on experimental areas.
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% Cl
1.23.1 North of China
Huang .k 2013 34 41 35 41 241% 0.97[0.80,1.17] ¥
WieiY.F.2015 18 43 16 44 11.5% 0.86[0.48,1.52) ™
WiuJ.5. 2015 12 15 13 15 9.0% 0.92[0.67,1.27) T
Subtotal (95% CI) 104 100 44.6%  0.93[0.77,1.12] 4
Total events A1 B4
Heterogeneity Chi*= 026, di=2 (P=088), F=0%
Testfor overall effect 7= 0.73 (P =0.47)
1.23.2 South of China
He S.L.2012 7 26 149 25 13.3% 0.35[0.18, 0.69] -
Li Q.M.2003 4 20 g 18 3.6% 0.72[0.23,2.27] N
Liang ¥.2008 25 43 2 48 1.4% 12.50([3.13,40.87)
Liuy.G. 2010 20 28 25 44 16.0% 0.93[0.62,1.38] -
Shen.J.). 2009 8 23 g 24 54% 1.04 [0.47, 2.31] I
Wang C.J.2001 3 30 18 30 124% 0.17[0.05, 0.51] I —
Zhow J.8. 2006 2 21 5 22 34% 0.42[0.09,1.93] —
Subtotal (95% CI) 206 211 554%  0.87[0.67, 1.14] +
Total events [k} a2
Heterogeneity: Chi*= 30.96, df = 6 (F < 0.0001); F=81%
Testfor overall effect: Z=1.01 (P=0.231)
Total (95% CI) 310 311 100.0%  0.90[0.76, 1.06] L
Total events 130 ) ) ) )
= - - .
Heterogeneity: Chi®=32.08, df= 8 (P = 0.0002); F=72% IU.U1 0‘1 1‘0 100‘

Testfor overall effect Z=1.24 (P=022)

Favol pel tal
Testfor subaroun difierences: Chi= 0.16. df= 1 (P = 068, F= 0% avours [experimental

(c)

The subgroup analysis based on literature publication years.

Favours [control]



Experimental Control

Study or Subgroup  Events  Total Events Total Weight

Risk Ratio
M_-H, Fixed. 95% CI

Risk Ratio
M_H, Fixed. 95% CI

1.22.1 Before 2010

Li Q.n.2003 4 20 5 18 4.0% 0.72[0.23,2.27) -

Liang ¥.2008 28 43 2 48 1.8% 12.50([3.13,40.87)

Liuy.G. 2010 20 28 248 44 17.5% 0.92[0.62,1.38] -

Shen.J.). 2003 8 23 g 24 50% 1.04 [0.47,2.31] -
Wang C.J.2001 ki 20 18 30 136% 0.17[0.05, 0.51] I —

Zhow J.8. 2006 2 21 5 22 3R 0.42[0.09,1.93] -1
Subtotal (95% CI) 180 186  462%  1.04[0.78, 1.39] <

Total events 62

Heterogeneity: Chi*= 2487, df= 8 (P = 0.0001); F=80%

Test for overall effect Z= 025 (P=0.80)

1.22.2 After 2010

He 5.L.2012 7 28 149 25 147% 0.35[0.18, 0.69) -

Huang .k 2013 34 41 35 41 26.5% 0.97[0.80,1.17) -

WieiY.F.2015 15 43 16 44 126% 0.86[0.48,1.52) ™

Subtotal (95% CI) 115 110 538%  0.78[0.63, 0.96] 4

Total events 56

Heterogeneity: Chi*=10.82, df= 2 (P = 0.004), P=82%

Test for overall effect Z=2.31 (P=0.02)

Total (95% CI) 295 296 100.0%  0.90[0.75, 1.08] L

Total events 118 133 ) ) ) )

Heterogeneity: Chi*= 32.08, df= 8 (P = 0.0001); F=75% b y T 1

Teslfurguver:fll effeck Z= 1.%? (P=(U 24y , F U.._U1. 01_1_ tall Fav 10 e 100

Testfor subaroun differences: Ch= 2.48. d7= 1 (P = D.12). F= 59.3% avours [expenmental Favours [control
(6) The subgroup analysis of pain.
(@) The subgroup analysis based on drugs classification.

Experimental Control Risk Ratio Risk Ratio

Study or Subgroup  Events  Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI

1.24.1 Cinobufacini injection

He L2012 1 26 23 25 190%  0.46[0.28,0.73) -

Kou ©.¥.2011 25 30 10 28 84%  2.33[1.38,3.83) -

Liu @, 2010 12 el 15 44 11.3% 0.93[0.50,1.73) -1

Wang C.J.2001 2 26 8 26 B5% 0.25 [0.06, 1.07] [

Zhau J.5. 2006 1 21 13 21 106%  0.08[0.01,0.64)

Subtotal (95% CI) 141 144 558%  0.74[0.56,0.98] *

Total events il

Heterageneity: ChiF= 30.51, df= 4 (P < 0.00001%; F= 87%

Test for averall effect Z= 2.11 (P= 0.03)

1.24.2 Jinlong capsule

Huang ¥.K.2013 36 41 31 41 27E6%  1.06[0.88,1.27) .

Subtotal (95% CI) 41 41 27.6%  1.06[0.88, 1.27] y

Total events 36 34

Heterogeneity: Mot applicable

Test far averall effect Z = 0.62 (P = 0.53)

1.24.3 Cantharides related preparations

Wei Y F 2015 10 48 " 44 83% 0.83[0.38,1.77]

Wiu 8. 2015 10 15 9 15 73%  1.11[0.84,182)

Subtotal (95% CI) 63 59 16.6%  0.96[0.60, 1.53]

Total events 20 20

Heterageneity: Chi*= 042, df=1 (P = 0.52); F= 0%

Test for averall effect Z= 019 (P = 0.84)

Total (95% Cly 245 244 100.0%  0.86[0.72,1.03] L

Total events 107 123

Heterogeneity: Chi* = 35.60, df= 7 (P < 0.00001}; F= 80% ra— ] 00

23 ;g; z‘aivsg‘nﬁgeti%ezranwnsi (::DWU:JAUZE df=72 (P =0.11). = 55.2% Favours [experimental - Favours [control]
(b) The subgroup analysis based on experimental areas.

Experimental Control Risk Ratio Risk Ratio

Study or Subgroup  Events  Total Events Total Weight M-H. Fixed, 95% CI M-H, Fixed. 95% CI

1.25.1 North of Chian

Huang WkK.2013 36 4 34 41 28.0% 1.06(0.88,1.27] *

Kou CY.2011 25 il 10 | 73% 3.17[1.82,557 I

WeiY F.2014 10 43 11 44 9.5% 0.83[0.39,1.77] B

Wu .5 2015 10 15 a 15 T.4% 1.11[0.64,1.82] T

Subtotal (95% CI) 134 138 522%  1.32[1.08, 1.61] *

Total events 81 B4

Heterogeneity: Chi*= 1710, df= 3 (P = 0.0007); F= 82%

Testfor overall effect: 7= 2 76 (P = 0.006)

1.25.2 South of China

He 5.L.2012 " 28 23 25 19.3% 0.46(0.29,0.73] -

Liu .G 2010 12 ek 15 44 11.5% 0.93[0.50,1.73] -

Wang C.J.2001 2 2B 8 26 B.E% 0.25[0.06,1.07]

ZhouJ.5. 2008 1 2 13 22 10.5% 0.08[0.01, 0.56]

Subtotal (95% CI) 11 117  47.8%  0.46[0.32, 0.66] L

Total events 26 549

Heterogeneity: Chi®= 8.62, df= 3 (P = 0.03), F= 62%

Testfor overall effect: =417 (P < 0.0001)

Total (95% CI) 245 255 100.0%  0.91[0.76, 1.08] 4

Total events 107 123

Heterogeneity: Chi*= 4008, df=7 (F = 0.00001), F= 83% 'U.UW U:1 T 1UEII

Testfor overall effect: Z=1.08 (P=0.28)

Testfor suboroun diffierences: Chi*= 24.81. df=1 (P = 0.00001). 7= 96.0%

Favours [experimental] Favours [control]



() The subgroup analysis based on literature publication years.

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup _ Events  Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
1.26.1 Before 2010
Liu .G 2010 12 ek 18 44 11.3% 0.93[0.50,1.73] .
Wang ©.J.2001 2 2B 8 26 B.5% 0.25[0.06,1.07] e
ZhouJ.5. 2008 1 Ml 13 22 10.3% 0.08[0.01, 0568 — " =
Subtotal (95% CI) a5 92 28.2% 046[0.27,0.78] -
Total events 15 36

Heterogeneity: Chi*= 862, df=2 (P=001), F=77%
Testfor overall effect: £ = 2.80 (F = 0.004)

1.26.2 After 2010

He g.L20M2 " 26 23 25 191% 0.46[0.20,0.73] -

Huang W.K.2013 36 41 34 41 277% 1.06[0.88,1.27] al

Kou CY.2011 25 30 10 8 8.4% 2.33[1.38,3.93] -
Wel'Y.F.2018 10 48 " 44 9.3% 0.83[0.39,1.77] T
WU .S, 2018 10 15 9 15 7.3% 1.11[0.64,1.97] T
Subtotal (95% CI) 160 153 71.8%  1.03[0.86, 1.22] ]
Total events a2 a7

Heterogeneity: Chi®= 21.52, df= 4 (P = 0.0002); F= 81%
Testfor overall effect: =037 (P=0.78)

Total (95% CI) 245 245 100.0%  0.87[0.73, 1.03] 4
Total events 107 123

Heterogeneity: Chi®= 35.23, df= 7 (P = 0.0001); F= 80%

Testfor overall effect: Z=1.61 (P=0.11)

Testfor suboroun differences: Chi*= 8.02. df=1 (F = 0.005). F= 87.5%

o1 o1 1w 100
Favours [experimental] Favours [control]

2. Theimages and detailed calculating information of Egger’s and Begg’s test by Stata.

Publication bias was assessed by Egger’s test/Begg’s test through the software named Stata (version 14.0, StataCrop LP,

College Station, US). The P values lower than 0.05 were judged as statistically significant for the results, which

represents that the study has publication bias. The results indicated that potential publication bias did exist

Note: data input format theta se_theta assumed.

Egger's test for small-study effects:
Regress standard normal deviate of intervention
effect estimate against its standard error

Number of studies = 46 Root MSE = 3.956
std_Eff Coef. std. Err. t P>t [95% Conf. Interval]
slope 3.065244 1.19753 2.56 0.014 .6517819 5.478707
bias -7.324873  2.474271 -2.96 0.005 -12.31144  -2.338308

Test of HO: no small-study effects P = 0.005

Egger’s test (£=-2.96, P=0.005)

Note: data input format theta se_theta assumed.

Begg's test for small-study effects:
Rank correlation between standardized intervention effect and its standard error

adj. Kendall's Score (P-Q) = -179
Std. Dev. of Score = 105.62
Number of Studies = 46
Z; = -1.69
Pr> |zl = 0.090
z = 1.69 (continuity corrected)
Pr > |z| = 0.092 (continuity corrected)

Begg’s test (2=1.96, P=0.092)



